The development of gene-targeting technologies has enabled research with immune system-related knockout mouse strains to advance our understanding of how cytokines and their receptors interact and influence a number of body systems, including the central nervous system (CNS). A critical issue when we are interpreting phenotypic data from these knockout strains is the potential role of genes other than the targeted one. Although many of the knockout strains have been made congenic on a C57BL/6 (B6) genetic background, there remains a certain amount of genetic material from the129 substrain that was used in the development of these strains. This genetic material could result in phenotypes incorrectly attributed to the targeted gene. We recently reported low-activity behavior in Il10 À/À mice that was linked to this genetic material rather than the targeted gene itself. In the current study we confirm the generalizability of those earlier findings, by assessing behavior in Il18 À/À and Il18r1 À/À knockout mice. We identified low activity and high anxiety-like behaviors in Il18r1 À/À mice, whereas Il18 À/À mice displayed little anxiety-like behavior. Although Il18r1 À/À mice are considered a congenic strain, we have identified substantial regions of 129P2-derived genetic material not only flanking the ablated Il18r1 on Chromosome 1, but also on Chromosomes 4, 5, 8, 10, and 14. Our studies suggest that residual 129-derived gene(s), rather than the targeted Il18r1 gene, is/are responsible for the low level of activity seen in the Il18r1 À/À mice. Mapping studies are necessary to identify the gene or genes contributing to the low-activity phenotype.
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Introduction
Although research with knockout mouse strains plays a critical role in many scientific fields, it is important to remember that any phenotype seen in these animals is not always due to the targeted gene. The nature of the traditional knockout process provides all of the necessary ingredients to give rise to an alternative scenario. When a knockout strain is being developed, the elimination of a functional gene is done either by replacement with a nonfunctional one or by the gene's deletion; these processes are usually performed using embryonic stem cells derived from one of the 129 substrains of mice. Thus, the resulting animals have a 129 genetic background. Due to a general preference by researchers for the C57BL/6J (B6) background, the knockout strain is then often crossed to B6, leading to a congenic strain that possesses a section of 129 genome introgressed into a primarily B6 background (Flaherty, 1981; Flaherty and Bolivar, 2007) . When the resulting knockout/ congenic strain is tested for characteristics that differ between 129 and B6, an ambiguous situation exists, such that any observed phenotype could be due to (i) the targeted gene, (ii) the 129 chromosomal segment flanking the targeted gene, or (iii) other genomic regions that have not converted to B6. This situation is particularly important when the phenotype at issue is one that differs quantitatively between B6 and 129, but is not predicted from the gene expression analyses and/or the known function of the targeted gene. A number of reviews have outlined the confounding factors that are related to the use of knockout/congenic strains (Crusio, 2004; Eisener-Dorman et al., 2009; Gerlai, 1996; Wolfer et al., 2002) , and we have previously demonstrated that low activity in Il10 null mice is due to flanking-region material rather than to the targeted gene (Rodriques de Ledesma et al., 2006) . Here, we examine the behavioral effects of ablation of the gene that codes either for the proinflammatory cytokine interleukin-18 (IL-18) or for the interleukin-18 receptor 1 (IL18R1), and we illustrate the importance of genetic background and the need to take this background into account when these behavioral findings are being interpreted.
IL-18 was first identified as interferon-gamma (IFN-c) inducing factor (Nakamura et al., 1989; Okamura et al., 1995) ; it is a member of the IL-1 superfamily, sharing structural and functional properties with IL-1b (Dinarello et al., 1998 
